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FDA Pediatric Study Decision Tree

[Is it reasonable to assume that children, wh-an]

compared lo adults, have a similar (1) disease
progression and (2) response to intervention?

__ Notoeither __!  Yes to both

-

[ Is it reasonable to assume a similar ]

ER in children when compared
to adults?

rNu "I"H—l

Is there a PD Conduct (1) PK studies in children
measurement that can be usedto | |aimed at achieving drug levels similar
predict efficacy in children? to those for adulls then (2) safety
triaks at the proper dose,
No Yes Option C
v '

Conduct PK Conduct (1) PK/PD studies to establish an ER in
studies to establish dosing, and then children for the PD measurement, (2) PK studies to
safety and efficacy trials in children. achieve target concentrations based on ER, then (3)

safety trials at the proper dose.

Option A Option B



H A kR Pediatric Study Decision Tree
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A Option A: “No extrapolation” 12 (5)

“Partical extrapolation”

B Option B: “Partical extrapolation” 8 (2)

C Option C: “Full extrapolation” 9 (2)

e L - 2 (0)

—H LW - 2 (0)
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major depression 54.3 % 44.3 % 58.4 % 61.5 %
ROFHERTLRUORS (125 KE/DIR) (12 LA E/NR) (12 RN R) (12 LA E/NR)
epilepsy 19.0 % 9.9 % 37.2% 30.4 %

acute migraine 48.5 % response rate 28.9 % response rate

headache 25.5 % # of pain-free 6.1 % # of pain-free

ADHD 20-30 % 0-17 % / /

Pain-related 57.5% ~40 % 63.0 %
gastrointestinal amitriptyline
disorders

X EELLEEIT > E=HEIXIFEAELL
M migraine headache MFHX 1 TDH. TR RIZ/INBRATELLZNNESNTINVS

Weimer K., et al. Placebo effects in children: a review. Pediatric Research.
Advance online publication 22 May 2013 doi:10.1038/pr.2013.66 DT —A3 % RIZ#EH 1=
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CGD (12T A3 EJE) I5 2 (CGD associated colitis)
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